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DETAILED ACTION 

It is noted that claims 1 1 and 17 have been amended in the response filed 
12/28/2006. Claims 1-19 are under examination. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

The amendments to claims 11 and 17 overcome the rejections under 35 U.S.C. 
112, second paragraph (indefiniteness). The rejection of claims 11 and 17 under 35 
U.S.C. 112, second paragraph are withdrawn. 

Claims 1-3 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

This rejection is being maintained for reasons of record in the previous 
Office Action, mailed 6/29/2006 and for reasons outlined below. 

Applicant notes that the step of introducing the first and second vectors recited in 
claim 1 into a prokaryotic host cell which expresses site specific recombinase and Rep 
protein as required by claim 1 , will result in the formation of a product vector which 
contains a gene of interest, the gene of interest having been transferred from the recited 
first vector, the gene of interest being interposed between the double-stranded origin of 



Application/Control Number: 10/649,547 Page 3 

Art Unit: 1636 

replication of the second vector and the site specific recombination site, as well as the 
other recited characteristics required of the product vector by claim 1. 

Applicants submit that the mechanism involved in the in vivo formation in a 
prokaryotic host of the product vector recited in claim 1 involves several steps as 
described in detail in the specification. First, the site specific, recombinase mediated, 
recombination of vector 1 and vector 2 at their respective site-specific recombination 
sites in vivo results in the formation of a cointegrate plasmid as described on page 26, 
third paragraph, as diagrammed in Figure 1, and as described on page 20 of the instant 
specification. Applicants submit that after the formation of the cointegrate plasmid 
through site specific, recombinase mediated recombination of vector 1 and vector 2, the 
cointegrate plasmid then undergoes rolling circle replication initiated by the binding of 
the Rep protein to a double stranded origin of replication. Applicants submit that rolling 
circle replication in a typical vector with one double strand origin of replication is 
described in the final paragraph on page 9 of the specification. 

However, the cointegrate plasmid has two double stranded origins of replication- 
one from vector 1 and one from vector 2. As stated on page 15, last sentence through 
first two lines of page 16 of the instant specification, a key feature of the present 
invention ".is that the in vitro and in vivo replication of a plasmid containing two double 
stranded origins of replication on the same strand lead to the formation of two smaller 
plasmids corresponding to the sequences located between the two double stranded 
origins of replication". 
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Applicants submit that in the above passage from the specification, "a plasmid 
containing two double stranded origins of replication on the same strand" is referring to 
the cointegrate plasmid. And the product vector recited in claim 1 is one "of two smaller 
plasmids corresponding to the sequences located between the two double stranded 
origins of replication" of the cointegrate vector. When rolling circle replication of the 
cointegrate initiates from the double stranded origin of replication adjacent to the single- 
stranded origin of replication as illustrated in Figure 1, the replication fork proceeds 
along the template comprising the single-stranded origin of replication, the selectable 
marker of the second vector (i.e. marker B in Figure 1), and the gene of interest, until it 
arrives at the next double stranded origin of replication, where an incision is made 
resulting in the formation of a single stranded circular molecule consisting of the 
displaced strand, as described on page 28 of the specification. The displaced strand of 
this single stranded molecule (product vector of claim 1) comprises the single stranded 
origin of replication of the second vector, the marker of the second vector, the gene of 
interest and the double stranded origin of replication of the second vector, and the site 
specific recombination site, but does not include the selectable marker of the first 
vector, nor the negative selectable marker of the second vector. 

In view of the comments above, Applicant submits that the method of claim 1 of 
introducing the first and second vectors containing the limitations recited in claim 1 into 
a prokaryotic host cell which expresses site specific recombinase and Rep protein as 
required by claim 1 , will result in the formation of a product vector which contains a 
gene of interest, as well as the other recited characteristics required of the product 
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vector by claim 1, rendering the claimed subject matter particularly pointed out and 
distinctly claimed. 

Applicant's arguments filed 12/28/2006 have been fully considered but they 
are not persuasive. In the arguments stated above, Applicants have provided 

i 

* explanation of the claimed method as it is presented in the specification. However the 

indefiniteness of the claimed methods is based on claim 1 as written. Claim 1, lines 5-19 

recites the limitation of the first and second vector. Lines 20-27 recite the following: 

"wherein said host cell further expresses a gene encoding a Rep protein that can initiate 
rolling circle replication at said double stranded origins of replication, and wherein 
said introducing permits formation of a product vector comprising said gene of interest 
interposed between said double-stranded origin of replication of said second vector and 
I said site-specific recombination recognition site, and wherein said product vector further 

comprises said single-stranded origin of replication of said second vector and said gene 
encoding said second selectable marker, said wherein said product vector does not 
include both of said negative selectable marker and said gene encoding said first 
selectable marker". 



As above, lines 20-21 include the limitation that the host cell expresses a rep protein 
that can initiate rolling circle replication at said double stranded origins of replication. At 

| this point in the method, the claim describes only the first and second vectors with 

t 

double stranded origins of replication. Immediately following, the claim includes 
recitation of the Rep protein that acts on the double stranded origins of replication and 
followed by the phrase "said introducing permits formation of product vector". Therefore, 
the skilled artisan is presented with a method comprising the step of introducing a first 
and second vector, which permits formation of a product vector. As the claim is written, 
it is not clear how the formation of the product vector is taking place. It is unclear 
whether the Applicants intend the product vector to be formed by site-specific 
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recombination between the two vectors to form a disclosed, but not recited, cointegrate 
vector which is subject to further steps, or if the product vector should be formed in 
some other manner. 

The "key feature" of the present invention as pointed out supra by the Applicants 
is not clearly presented in the claim. It is unclear on which vector the rep protein acting 
on in order to initiate rolling circle replication because as the claim is written, only the 
first and second vectors and the product vector comprise double stranded origins of 
replication. As discussed in the previous Office action Page 3, as claim 1 is written the 
functional link between the Rep protein and formation of a product vector from the first 
and second vector is vague and indefinite. 

Conclusion 

Claims 4-19 are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Laura McGillem whose telephone number is (571) 272- 
8783. The examiner can normally be reached on M-F 8:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on (571) 272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Laura McGillem, PhD 

Examiner 

3/21/2007 
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